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1 . Applicant's election without traverse of the invention of Group I, claims 1-28, in the 
reply filed on August 11, 2008 is acknowledged. 

2. The oath or declaration is defective. A new oath or declaration in compliance with 37 
CFR 1 .67(a) identifying this application by apphcation number and filing date is required. See 
MPEP §§ 602.01 and 602.02. 

The declaration filed January 3, 2007 is defective because: It was not executed in 
accordance with either 37 CFR 1.66 or 1.68. MPEP 605.04(a) (see page 600-54, column 2, first 
paragraph - Rev. 7, July 2008) states that "Where individual declarations are executed, they must be 
submitted as individual declarations rather than combined into one declaration (by combining the 
signature pages)." Note that there are two signature pages designated "Page 2 of 3" in the submitted 
declaration, each page signed by a different inventor. 

3. This application contains sequence disclosures that arc encompassed by the definitions 
for nucleotide and/or amino acid sequences set forth in 37 CFR 1.821(a)(1) and (a)(2). However, 
this application fails to comply with the requirements of 37 CFR 1 .821 through 1 .825 for the 
following reasons: 

The examiner has been unable to locate a paper copy of the Sequence Listing in the 

Image File Wrapper for this application. A copy of the sequence listing is not present in the 
WO/PCT pubUcation of the international application upon which this national stage application 
is based, and was not present in the international application at the time the written opinion was 
prepared. 

Applicant must provide a (substitute) paper copy of the Sequence Listing as well as an 
amendment directing its entry into the specification, and a statement that the content of the paper 
and computer readable copies are the same and include no new matter as required by 37 CFR 
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1 .825(a) and (b). It is not necessary to re-submit a computer readable copy of the Sequence 
Listing. 

4. The drawings are objected to because in Figure 2, the label "Fig. 2" is printed over some 
text, with the result that neither is legible. Corrected drawing sheets in comphance with 37 CFR 
1 . 121(d) are required in reply to the Office action to avoid abandonment of the application. Any 
amended replacement drawing sheet should include all of the figures appearing on the immediate 
prior version of the sheet, even if only one figure is being amended. The figure or figure number 
of an amended drawing should not be labeled as "amended." If a drawing figure is to be 
canceled, the appropriate figure must be removed from the replacement sheet, and where 
necessary, the remaining figures must be renumbered and appropriate changes made to the brief 
description of the several views of the drawings for consistency. Additional replacement sheets 
may be necessary to show the renumbering of the remaining figures. Each drawing sheet 
submitted after the filing date of an application must be labeled in the top margin as either 
"Replacement Sheet" or "New Sheet" pursuant to 37 CFR 1.121(d). If the changes are not 
accepted by the examiner, the applicant will be notified and informed of any required corrective 
action in the next Office action. The objection to the drawings will not be held in abeyance. 

5. The disclosure is objected to because of the following informalities: At page 4, paragraph 
[0019] refers to a Figure 5e, which figure does not appear in the application papers. It is 
believed that "5e" should be changed to "5d". Appropriate correction is required. 

6. Claims 7, 8, 15-21, 27, and 28 rejected under 35 U.S.C. 1 12, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim the subject matter which 
applicant regards as the invention. In claims 7 and 8, the "further comprises" language is 
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unclear. It is not clear if the second peptide comprises an RGD sequence and additionally 
comprises another CRGDSP/CRGDSPC sequence, or if the CRGDSP/CRGDSPC sequences 
themselves satisfy the requirement for an RGD sequence. There is no antecedent basis in the 
claims for the phrase "the conjugated peptide" at claim 15, line 1 . It is not clear if Apphcants 
intend to refer to one (or both) of the two peptides mentioned in the independent claim, or if 
Applicants intend to refer to the conjugated "dextran", which is recited at claim 9, lines 5 and 6. 
Claim 15 is indefinite because it states that "the conjugated peptide" (sic?) is "in higher 
proportion" than the acryloylated dextran. However, the claim does not state with respect to 
what the proportions are to be determined (e.g., with respect to each other, with respect to some 
other unidentified substance, or with respect to the total components present in the hydrogel), 
and does not state upon what basis (e.g., weight, mole, or volume) the proportions are to be 
determined. There is no antecedent basis in the claim for the phrases "the dextran mixture" at 
claim 16, line 7, and "the mixture" at claim 16, line 10. Note that there are at least two dextran 
combinations/mixtures mentioned prior to step d (see step b and step c), and that the provided 
dextran of step a is itself inherently a mixture of dextrans having different molecular weights. 
There is no antecedent basis in the claims for the phrase "the solution" at claim 18, line 2. Claim 
18 is also indefinite because it states that the solution is to be "completely dissolved", but does 
not state in what the solution is to be completely dissolved. It is also possible that it is the 
dextran or the glycidyl methacrylate dextran product of step b, rather than a solution, which is to 
be completely dissolved, but again it would still be unclear as to in what the dextran or glycidyl 
methacrylate dextran product is to be dissolved. Note that no component of step b is identified 
as a solvent, or is required to be present in proportions such that it would act as a solvent. There 
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is no antecedent basis in the claims for the phrases "the mixing step", "the solution", and "the 
reaction" in claim 19. Claim 20 is unclear because it states that the acryloylated dextran is to be 
dialyzed after step c. No mention is made of dialyzing the glycidyl methacrylate dextran. 
However, because after step c, the acryloylated dextran and the glycidyl methacrylate dextran 
have been combined, it is not clear that the acryloylated dextran can be dialyzed without also 
dialyzing the glycidyl methacrylate dextran. It is possible that claim 20 incorrectly identifies the 
point during the claimed method when the acryloylated dextran is dialyzed. There is no 
antecedent basis in the claims for the phrases "the content" and "the conjugated dextran" in 
claim 2 1 . Claim 2 1 is also indefinite because it states that the content of the conjugated dextran 
is greater than the content of acryloylated dextran; however, the claim does not state in what 
intermediate product or final product of the claimed method the content of the two components is 
to be determined, and the claim does not state upon what basis, e.g., weight, mole, or volume, the 
contents of the two components are to be determined. In claims 27 and 28, the "further 
comprises" language is mclear. It is not clear if the second peptide comprises an ROD sequence 
and additionally comprises another CRGDSP/CRGDSPC sequence, or if the 
CRGDSP/CRGDSPC sequences themselves satisfy the requirement for an RGD sequence. 
7. Claims 1-8 and 22-28 are objected to because of the following informalities: Claim 1, 
line 3, refers to the cell-attracting peptide as "the other", whereas claim 6 refers to this peptide as 
"the second" peptide. Claim terminology needs to be standardized. Claim 22, line 2, refers to 
the cell-attracting peptide as "the other", whereas claim 26 refers to this peptide as "the second" 
peptide. Claim terminology needs to be standardized. Appropriate correction is required. 
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8. Claims 1 and 6-8 are not deemed to be entitled under 35 U.S.C. 1 19(e) to the benefit of 
the filing date of provisional application 60/499,634 because the provisional application, under 
the test of 35 U.S.C. 1 12, first paragraph, does not disclose matrices in general (the disclosure of 
the provisional application is limited to hydrogels made fi-om dextran), does not disclose 
covalent linkage of a cell-attracting peptide, and does not disclose cell-attracting peptides which 
comprise ROD, CRGDSP, or CRGDSPC. 

9. The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that form the 
basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in pubUc use or on 
sale in this country, more than one year prior to the date of appUcation for patent in the United States. 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

This application currently names joint inventors. In considering patentability of the 
claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of the various 
claims was conmionly owned at the time any inventions covered therein were made absent any 
evidence to the contrary. Applicant is advised of the obligation under 37 CFR 1 .56 to point out 
the inventor and invention dates of each claim that was not commonly owned at the time a later 
invention was made in order for the examiner to consider the applicability of 35 U.S.C. 103(c) 
and potential 35 U.S.C. 102(e), (f) or (g) prior art under 35 U.S.C. 103(a). 
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For the purposes of this invention, the level of ordinary skill in the art is deemed to be at 
least that level of skill demonstrated by the patents in the relevant art. Joy Technologies Inc. v. 
Quigg, 14 USPQ2d 1432 (DC DC 1990). One of ordinary skill in the art is held accountable not 
only for specific teachings of references, but also for inferences which those skilled in the art 
may reasonably be expected to draw. In re Hoeschele, 160 USPQ 809, 811 (CCPA 1969). In 
addition, one of ordinary skill in the art is motivated by economics to depart from the prior art to 
reduce costs consistent with desired product properties. In re Clinton, 188 USPQ 365, 367 
(CCPA 1976); In re Thompson, 192 USPQ 275, 277 (CCPA 1976). 

10. Claim 1 is rejected under 35 U.S. C. 102(b) as being anticipated by Lee (U.S. Patent No. 
5,763,399). Lee teaches a biodegradable matrix formed from human albumin-hep arin conjugates 
to which is covalently attached human growth hormone. See Example 1. After implantation, the 
matrix is infiltrated by fibroblasts. See, e.g., column 4, lines 7-9 and 29-31, and column 6, lines 
36-40. The human albumin of Lee corresponds to Applicants' first peptide cleavable by natural 
proteases; the heparin of Lee corresponds to Applicants' matrix; and the human growth hormone 
of Lee corresponds to Applicants' cell-attracting peptide (i.e. human growth hormone will attract 
cells which express receptors for the hGH). 

1 1 . Claims 2, 4, 22, and 23 are rejected under 35 U.S.C. 103(a) as being obvious over Lee 
(U.S. Patent No. 5,763,399). Application of Lee is the same as in the above rejection of claim 1 . 
Lee does not teach a biodegradable matrix formed from a human albumin-dextran conjugate. 
However, Lee does teach that mixtures of polymers can be used to form the biodegradable 
matrix, and that preferred polymers include albumin, heparin, and dextran. See column 6, lines 
52-56. It would have been obvious to one of ordinary skill in the art at the time Applicants' 
invention was made to substitute dextran for the heparin in the human albumin-heparin 
conjugates of Example 1 of Lee, because Lee teaches dextran to be a preferred polymer for 
forming the biodegradable matrices, because Lee teaches that dextran can be used in 
combination with other polymers, including albumin, to form biodegradable matrices, and 
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because the substitution of one known equivalent for another with only the expected result that a 
biodegradable matrix capable of inducing cell migration is formed is prima facie obvious. 
While Lee does not teach a molecular weight for the dextran to be used in his biodegradable 
matrices, it would have been obvious to one of ordinary skill in the art at the time Applicants' 
invention was made to determine all operable and optimal molecular weights for the dextran of 
Lee, because molecular weight is an art-recognized result-effective variable which is routinely 
determined and optimized in chemical and pharmaceutical arts involving polymers. 

12. Claims 1, 6, and 7 are rejected under 35 U.S.C. 102(b) as being anticipated by the Lutolf 
et al article (Nature Biotechnology, Vol. 21, pages 513-518). The Lutolf et al article teaches 
PEG-based hydrogels comprising pendent oligopeptide ligands for cell adhesion (C-RGDSP) and 
matrix metalloproteinase substrates as linkers between PEG chains. The hydrogels are used as 
cell-ingrowth matrices for in situ bone regeneration. See, e.g., the Abstract and Figure 1 . 

13. Claims 9-14 are allowed. 

Claims 3,5, and 24-26 would be allowable if rewritten to overcome the claim objections 
set forth in this Office action and to include all of the limitations of the base claim and any 
intervening claims. 

Claims 15-21 would be allowable if rewritten or amended to overcome the rejection(s) 
under 35 U.S.C. 1 12, 2nd paragraph, set forth in this Office action. 

Claims 8, 27, and 28 would be allowable if rewritten to overcome the rejection(s) under 
35 U.S.C. 1 12, 2nd paragraph, and the claim objections set forth in this Office action and to 
include all of the limitations of the base claim and any intervening claims. 



Application/Control Number: 10/569,905 Page 9 

Art Unit: 1654 

Lee (U.S. Patent No. 5,763,399), applied in the above prior art rejections, does not 
provide any motivation or other type of suggestion to use glycidyl methacrylate dextran, 
acryloylated dextran, or peptides comprising the specifically claimed amino acid sequences, in 
forming his biodegradable matrices. 

The Lutolf et al article (Nature Biotechnology, Vol. 21, pages 513-518), applied in the 
above prior art rejection, does not provide any motivation or other type of suggestion to use 
dextran in place of the PEG in preparing hydrogels. With respect to instant claim 5, the prior art 
of record does not teach or suggest peptides comprising the claimed sequence. With respect to 
instant claim 8, the prior art of record teaches peptides comprising the claimed sequence as cell 
adhesion inhibitors, which does not provide any motivation or other type of suggestion for their 
use as cell-attracting peptides in the hydrogels of the Lutolf et al article. 

Silver et al (U.S. Patent No. 4,970,298) is cited as art of interest, being essentially 
duplicative of Lee (U.S. Patent No. 5,763,399) applied above. See, e.g., column 6, lines 5-9, of 
Silver et al. 

14. Any inquiry concerning this conmiunication or earlier conmiunications from the 
examiner should be directed to Jeffrey E. Russel at telephone number (571) 272-0969. The 
examiner can normally be reached on Monday- Thursday from 8:00 A.M. to 5:30 P.M. The 
examiner can also be reached on alternate Fridays. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor Cecilia Tsang can be reached at (571) 272-0562. The fax number for formal 
conmiunications to be entered into the record is (571) 273-8300; for informal communications 
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such as proposed amendments, the fax number (571) 273-0969 can be used. The telephone 
number for the Technology Center 1600 receptionist is (571) 272-1600. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Elecfronic Business Center (EBC) at 866-217-9197 (toll-free). 

/Jeffrey E. Russel/ 

Primary Examiner, Art Unit 1654 



JRusscI 

October 9, 2008 



